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: -Jb:. ic:: .1 on o . Tlie man: rep resell t i '/^s o: -.bi o wi i- cIm.;- ' > i: 
oruq^; are: i:be anLi:oiat:es sucb as' ■ e " h". r exa " e , r a 1 i :. axed 
ar^d i::r imetrexa te ; the 5- f lucrcpy r i mid i ne corrp.ounds suf":!i as 
a a- f luorouraci 1 , f Loxuridine and caper: i tab r ne ; tbe cytidine 

arialoas cy t.^ r ab' j ne , azacitid:.r.e and genic : aabme . 3ee rov 

example ^he revi.^w: Cancera Princaries and aror:aia':: of 
Or:colr>qy, L r r: p ::. nac; : a: - :^ a ven Ed. ;19a7y, 4a2-45b. 'rae 

■.ucjrcipyriiTLi G L ne cTripcurida and "h-^ ^:yria]ne ariaJaaga fsre ■:bo 
p:e":erreci an*aa:aE? aai')("d iae coriirouncic ao b^r uaed ::\ the preaen* 
■; : a/^;n •. ic a, :i:a r a pratarahl'/ a- fba.ia a^ ar a^a:. .. or 'ra-^rici* .'i.b :a~i-.- . Ta- 
a : e a a : i a :^ n v e r. a .:_ o a a 1 s o i: ' :^ v L ( :i a s a r r o o a c c oir.p r i a i ri q a ri 
a a\a.. aai ng ana a.r ni:y(::l i. ne " f :a:.rmu;..a la or lb aa i:iei':ned araav- 
ar.d an an t im^E aab-.: 1 r ae com}:oana, aa •ana';ineG repar a c i c":n far 

ir s .ira\:l t aneoua , 3^^]:'araze or seijaena.-a ... uae in anaatua'Lor therapy. 
A farta^er aareaa o:' the preaena ia\^ention ia ao proaiae a 
::er:-io<:i (af t-reaarag a:ain:tan.l :.ncluding aur:.ana, auf faring fraia a 
neopi.iisr... c di a ease a*., ate ajrnprasiaa ^idrini 5 a e r ".na ao a a i d 
maniina-. ^^n a I ay .i t: ■ ag anthra :r/ai ana ■ r larnr^i^c: ia or ia^ as 

20 def ined a bo "re ana an ana ar.ie z aa> c 1 i a a aonpouno, n airourrrs 
ef f ecaive aa= produce a syr.ergi aria anainec^piaar la e .f f c t . 
The p reS'?Mit iaa./enaion al.s-> prc-'/adaa i:;et:a:)x la r i;:a-;eaing ane 
side effecaa caused i:y anameoj: iaaaic aherapy with an 
ant meopi as a i :: agena in manarial:^, including iiunains, in need 

25 there<:)f, the aaaanod comprismcr adin: aisaer mg to sai'i niairanal a 
c o naa .1 n a t i o n f) r e } i a r a t l o ri c -amp r i a i n g an a n a a m £: a a k) o 1 i t e -a o irip (D u n d 
as defined at)ave and an aikyiaaing antnracyci me or formula la 
or lb, as definec abf"^ve, m anL-una^-^ effective Zo produce a 
s y n e ra J 1 s t i c at n a .i n e cj p) 1 a s t i • ■: effect. 

30 By the t:erm '''a synergistic antiineoplasaic effect" as used 

herein la meana the inhibition of - he growth i.umor, r-referabl.y 
the complete i egression of the tumo; , . idmin i a aei i no an 
effect iV'- amounr ol ihe c-::)mi:; i na 1 1 or. an af-a/lating 

anthracycl me of f('.!rmula la or lb aa ciefined above and a 

35 antimetabolite compound to m.ammals, includ.ing humar; . 



A 

-■.u:v^r by ik; i :-- mnibi-i-n, .-.y. w-r; ':.h': us-- : 

,..iky;a- iivj ar.:hracycLine of forrul. I. or lb defined ,::.::v.. 
and an antimocaooii- e compr.und for "ihe ::rea-:~en': of tu:T;or^ by 
angiogenesis inhibitio:. or for the treatment or prevention of 
me t"- a s t a s 1 s . 

Ao Stated above, the eifect or an aikyi&cing anthracyci ine or 
lormuia la or :b o.nd an ant imetabo ,: rte oomponnd, nucn ao 
: ■uoropyr-nudme or cyMome derivative, is ? loni f ic:an 1 1 y 
inorojsod witnr:ar a paraiie.: ;noM.ased toxicity, in oche: 
word:-;, nhe combined th-'-rapv of f.he present inv-ntion enhance. 

ant: torriorc: ; effvCt- ci rn- ..;kyo.-:ino an^n-.ovoiin-- and 
ino ..ntimetaoolites ano thus yieldo tne most e:fective ano 
least -rxic treatment for tumors. 

The si-peradditive actions of tne combination preparation or 
':he present invention may be shcv;n for instance by in vivo 
-ests ir.r tihe am 1 1 eoiooai c activity on cisseminatod Lliln 
n:urino ieokemia. tne oomoinaLion o: la v;ith :' -bluorouraci o 
:iemciial:.ino, rosi.-o tha oiifereno noses ano schedules, 
proauoes favoraoie fLS values d:n-.-rease m .lie scan: 
[(median survival iime or treaceo a.ice/median survival oime 
controis)x iOCl-lOC), indicatinu a synergistic eifect. 
^■or these experiments la v-^as solublliieo in ;Ciemopnoro /O^t- 
- 6 . 5 : 3 . 5] / [normal saline] =20/i:-0 v/v, wh.ne standard 
pharmaceutical preparation were used for the antimetabolite 
compounds . f 




riiacine 



:•. jse c:: ar. ^::Kyiati:.J antr. ::acycl in- of fcrmuia la or 
lb as oof ; r-ec ;n cl.:. im 1 and an ant inetab- 1 i " e cc::.pound 
in the preparation of a medicament for use in the 
treatment of tum.ors. 

10. Use according to claim 8 wherein the antimetabolite 
compound is - f luorcuraci j. or gemcitabine. 

11. Use cf an alkylating anthracyciine of formula la or 
I'c as derlneu in claim. 1 and an antimetabolite compound 
in the preparation of a medicament for use in the 

lU prevention or treatment of metat^tasis or in the treatment 
of tumors oy inhibition of anciogenesis . 
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